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"Eat me" and "don't eat me" signals govern the innate 
immune response and tissue repair in the CNS: emphasis on 
the critical role of the complement system. 
Elward Kristina; Gasque Philippe 

Brain Inflammation and immunity Group (BUG), Department of 
Medical Biochemistry and Immunology, University of Wales 
College of Medicine, Cardiff CF144XN , Wales, UK. 
MOLECULAR IMMUNOLOGY, (2003 Sep) 40 (2-4) 85-94. 
Journal code: 7905289. ISSN: 0161-5890. 
England: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

IN-PROCESS; nonindexed; Priority Journals 
Entered STN: 20030814 
Last Updated on STN: 20030913 
A full innate immune system (e.g. complement system, scavenger receptors, 
Toll -like receptors (tlr)) has been described in the CNS and is thought to 
be an extremely efficient army designed to fight against invading 
pathogens and toxic cell debris such as apoptotic cells and 

***amyloid*** ***fi bri 1 s*** . The binding of soluble or secreted 
innate immune molecules on pathogen-associated molecular patterns (PAMPs) 
as well as apoptotic eel 1 -associated molecular patterns (ACAMPs) provide 
several "eat me" signals to promote the safe disposal of the intruders by 
professional and amateur phagocytes. These patterns are deciphered by 
receptors (pattern recognition receptors, PRRs; e.g. CR3) that control 
phagocytosis and associated inflammatory response depending on the meaning 
of these signals, importantly, in order to avoid excessive collateral 
damage of surroundinq cells, it is increasingly evident that "don't eat 
me" signals (coined herein as self-associated molecular patterns, SAMPs; 
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:eins, CD200) are of paramount importance to 
\ry response and promote ti ssue^|pai r . 
Further knowledge of the innafe ***immune*** ***respons^** in the 
CNS will greatly help to delineate the novel therapeutic routes to protect 
from CNS inflammation and neurodegenerati on . 
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Alzheimer's disease with spastic paresis and cotton wool 
type plaques. 

Tabira Takeshi; Chui De Hua; Nakayama Hiroshi; Kuroda 
Shigetoshi; Shibuya Makoto 

National Institute for Longevity sciences, Obu, Aichi, 
Japan.. tabira@nils.go.jp 

JOURNAL OF NEUROSCIENCE RESEARCH, (2002 NOV 1) 70 (3) 
367-72. Ref: 21 

Journal code: 7600111. ISSN: 0360-4012. 
united states 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 

(REVIEW OF REPORTED CASES) 

Engl i sh 

Priority Journals 
200212 

Entered STN : 20021023 
Last updated on STN: 20021218 
Entered Medline: 20021213 
we reviewed Alzheimer's cases with spastic paresis and cotton wool type 
plaques in five Japanese and nine Caucasian cases. Most were early onset 
familial Alzheimer's disease with presenilin 1 mutations. The cotton wool 
type plaques were related to extremely high production of A beta 42, due 
mainly to presenilin 1 mutations and low ***immune*** 

***responses*** . Cotton wool plaques were numerous in the entire 
central nervous system, including basal ganglia, brainstem and even in 
spinal cord. Cotton wool type plaques were composed of slightly electron 
dense synaptic structures, but ***amyloid*** ***fi bri Is*** were 
rarely found. Such a high accumulation of A beta 42 may cause 
degeneration of the pyramidal tract and basal ganglia from an early stage 
of Alzheimer's disease. 
Copyright 2002 wiley-Liss, inc. 
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vaccination with soluble Abeta oligomers generates 
toxi city-neutralizing antibodies . 

Lambert M P; viola K L; Chromy B A; Chang L; Morgan T E; Yu 
J; Venton D L; Krafft G A; Finch C E; Klein W L 
Department of Neurobiology and Physiology, Northwestern 
university, Evanston, IL 60208, USA. 
AG 13499 (NIA) 
(NIA) 

JOURNAL OF NEUROCHEMISTRY, (2001 Nov) 79 (3) 595-605. 
Journal code: 2985190R. ISSN: 0022-3042. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
Engl i sh 

Priority Journals 
200112 

Entered STN : 20011115 
Last Updated on STN: 20020123 
Entered Medline: 20011207 
In recent studies of transgenic models of Alzheimer's disease (AD), it has 
been reported that antibodies to aged beta amyloid peptide 1-42 
(Abeta(l-42)) solutions (mixtures of Abeta monomers, oligomers and 

***amyloid*** ***f i bri 1 s*** ) cause conspicuous reduction of amyloid 
plaques and neurological improvement, in some cases, however, 
neurological improvement has been independent of obvious plaque reduction, 
and it has been suggested that immunization might neutralize soluble, 
non-fi bri liar forms of Abeta. It is now known that Abeta toxicity resides 
not only in fibrils, but also in soluble protofibrils and oligomers. The 
current study has investigated the ***immune*** ***response*** 
low doses of Abeta(l-42) oligomers and the characteristics of the 
antibodies they induce. Rabbits that were injected with Abeta(l-42) 
solutions containing only monomers and oligomers produced antibodies 
preferentially bound to assembled forms of Abeta in immunoblots and 
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physiological solutions. Th^^ntibodi es have proven useful assays 
that can detect inhibitors o^Wigomer formation, for immunol^^rescence 

localization of eel 1 -attachea%l igomers to receptor-like puncnT, and for 
immunoblots that show the presence of SDS-stable oligomers in Alzheimer's 
brain tissue. The antibodies, moreover, were found to neutralize the 
toxicity of soluble oligomers in cell culture. Results support the 
hypothesis that immunizations of transgenic mice derive therapeutic 
benefit from the immuno-neutral ization of soluble Abeta-deri ved toxins. 
Analogous immuno-neutral ization of oligomers in humans may be a key in AD 
vaccines. 
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Patent 
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WO 1999-US11200 W 19990521 
The authors disclose that the eel 1 -medi ated ***immune*** 

***response*** to deposits of ***amyloid*** ***fibri 1 s*** is 
enhanced by the opsonizing activity of anti -amyloid antibodies, in one 
example, amyloid deposits were shown to resolved in mice given anti -light 
chain antibodies; resoln. was myeloid cell (CD18) -dependent . 

4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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Neuropathology of unconventional virus infections: 
molecular pathology of spongiform change and amyloid plaque 
deposition. 

Masters C L; Beyreuther K 

Department of Pathology, University of western Australia, 
Perth . 

CIBA FOUNDATION SYMPOSIUM, (1988) 135 24-36. Ref: 28 
Journal code: 0356636. ISSN: 0300-5208. 
Netherlands 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (review) 

(REVIEW, TUTORIAL) 

Engl i sh 

Priority Journals 
198809 

Entered STN: 19900308 
Last updated on STN: 19980206 
Entered Medline: 19880927 
of neuronal loss, gliosis and spongiform change as 
ic morphological changes associated with infection of the 



central nervous system, one ma now add the presence of scrap^^associ ated 
filaments (SAF)/PrP rods. W^^e the host's ***immune*** 

***response*** is conspicuous by its absence, the vigorou^strocytic 
response is presumptive evidence of the host's ability to recognize and 
respond to the primary neuronal insult, we assume that the spongiform 
change and vacuolation of neurons are of fundamental importance in the 
pathogenesis of the disease, realizing that neither is specific or 
essential for the replication of the infectious agent. The topographical 
distribution of lesions is partly explained by the portal of entry and 
retrograde spread of the virus. The temporal progression of the lesions 
is more clearly determined by the host genes, best illustrated by studies 
of the incubation period. The molecular basis of the spongiform change is 
unknown but it is presumed to involve some disturbance of membrane 
metabolism. The recognition of PrP as a membrane glycoprotein invites 
proposals for its role in the development of these spongiform lesions. 
Extracellular amyloid occurs as plaques or congophilic angiopathy in some 
instances, and provides the best evidence that Alzheimer's disease (AD) is 
in some way related to the unconventional virus diseases. However, the 
protein subunit (A4) of the ***amyloi d*** ***-fibn'1*** in AD and 
its precursor are quite distinct from the PrP subunit which constitutes 
the ***amyloid*** ***f-jk r -n*** in these infectious diseases. It 
is still unclear whether the PrP subunit in the SAF has exactly the same 
composition as in the extracellular ***amyloid*** ***fibril*** . 
Our results suggest that only a fragment of the PrP molecule is the major 
constituent of the extracellular fibril. Since both PrP and A4 are 
derived from membrane glycoproteins, the elucidation of their normal 
function is likely to lead to a better understanding of the spongiform and 
amyloidogenic lesions in these diseases. 
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[Pathological immunology of amyloidosis]. 

IMMUNOPATOLOGIA DELL * AMILOIDOSI . 

Clerici E. 

catt. Immunol., Univ. studi , Milano, Italy 
Giornale di Gerontologia, (1979) 27/9 (577-582). 
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Amyloidosis has as it distinguishing feature deposits of anti parallel 
.beta. -pleated sheet fibrils which are responsible for the pathologic 
manifestations of the disease, in a group of cases the protein of the 
fibrils is mainly composed by light polypeptide chain and/or its 
ami no-terminal fragment. In another group of cases the major fibril 
protein is of a yet unknown origin. Often, if not invariably, an 
immunoglobulin protein is also found in these cases. During the 
experimental casein amyloidosis in mice, the percentage of B-lymphocytes 
and the macrophages of the spleen increases, while that of T-lymphocyts 
significantly decreases as compared to controls. Contemporaneously to 
these cellular modifications, both the in vivo and in vitro ***immune*** 
***response*** to foreign antigens is sharply reduced, as compared to 
that of the normal counterparts. It is suggested that such cellular and 
functional alterations are compatible with a sterile blastoqenesi s and 
with an aspecific hyperproduction of immunoglobulin light chains or 
immunoglobulin-related polypeptides which are either transformed or 
incorporated into ***amyloid*** ***fi bri 1 s*** 
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Vaccination with soluble Abeta oligomers generates 
toxicity-neutralizing antibodies . 
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In recent studies of transgenic models of Alzheimer's disease Cad), it has 
been reported that antibodies to aged beta amyloid peptide 1-42 
CAbetaCl-42)) solutions Cmixtures of Abeta monomers, oligomers and 

***amyloid*** ***fibri 1 s*** ) cause conspicuous reduction of amyloid 
plaques and neurological improvement, in some cases, however, 
neurological improvement has been independent of obvious plaque reduction, 
and it has been suggested that immunization might neutralize soluble, 
non-fibrillar forms of Abeta. It is now known that Abeta toxicity resides 
not only in fibrils, but also in soluble protofibrils and oligomers. The 
current study has investigated the ***immune*** ***response*** to 
low doses of AbetaCl-42) oligomers and the characteristics of the 
antibodies they induce. Rabbits that were injected with AbetaCl-42) 
solutions containing only monomers and oligomers produced antibodies that 
preferentially bound to assembled forms of Abeta in immunoblots and in 
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physiological solutions. Th«|nti bodies have proven useful f^^assays 
that can detect inhibitors o^piigomer formation, for immunofluorescence 

localization of eel 1 -attached oligomers to receptor-like punctT, and for 
immunoblots that show the presence of SDS-stable oligomers in Alzheimer's 
brain tissue. The antibodies, moreover, were found to neutralize the 
toxicity of soluble oligomers in cell culture. Results support the 
hypothesis that immunizations of transgenic mice derive therapeutic 
benefit from the immuno-neutralization of soluble Abeta-deri ved toxins. 
Analogous immuno-neutralization of oligomers in humans may be a key in AD 
***vaccines*** . 
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